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AMENDMENTS TO THE CLAIMS/LISTING OF CLAIMS 

Please amend claims 21-23, 27-30, 49, 52-56, 60, 63-65, 67-71, 73 and 74 as follows. 
This listing of claims will replace all prior versions, and listings, of claims in the application: 

1-20. (Cancelled) 

' (Currently amended) A method for determining the presence, amount, or activity 

of one or more active target proteins in a complex protein mixture, die method consisting 
Ike se<fs)±*-\«l sftfiof 



es s entially o| 

(a) contacting said complex protein mixture with a single activity based probe that 
specifically binds predominantly to a single target site on one or more active target proteins; 

(b) optionally b inJ ing rcni ri f nrcc t pmtrft i QQ tn n fnHrt fnipptfrt T? mnvln ft from 
complex protein mixture one or more components of said complex protein mixture not 
bound to said probe: 

(c) proteolyzing said active target protein(s) to produce a product mixture; 

(<f) optionally binding said proteolvzed target protein^ to a solid support; 

(^separating said product mixture into two or more components, one or more of which 
consist essentially of peptides bound to said probe; and thereafter 

([[e]] f) generating a signal from said peptides bound to said probe, wherein said signal is 
correlated to the presence, amount, or activity of said one or more active target proteins in said 
complex protein mixture. 

1 I 

22f (Currently amended) A method according to claim ^T, wherein said soporoting 

step (d) solid support consists essentially of s equestering one or more peptides bound to soid 

probe using a receptor that specifically binds to said probe. 

3 2 
JUS. (Currently amended) A method according to claim^, wherein said probe 

consists essentially of a functional group, a detectable label, an optional affinity group, and an 
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optiooal linking group, and said receptor is avidin. streptavidtn, or an antibody or fragment 
thereof that binds to said detectable label. 

H 3 
jS. (Previously presented) A method according to claims, wherein said detectable 

label consists essentially of a fluorescent moiety, and said signal is a fluorescent signal generated 
from said probe. 

jrf. (Original) A mewod according to claim Jf, wherein said signal i9 amass 
spectrum. ^ 

yd. (Previously presented) A method according to clwm^C, wherein, prior to said 
proteolyzing step (c), one or more components of said complex protein mixture not bound to said 
probe are removed from said complex protein mixture. 

i r 

,27. (Currently amended) A method according to claimX, wherein said probe 

consists essentially of a functional group, a detectable label, an optional affinity group, and an 

optional linking group, and said detectable label is selected from the group consisting of a 

fluorescent moiety and an - isotopie label biotm . 

1 ' 
jti, (Currently amended) A method according to claim,2< wherein said separating 

step ([fdJJ e) is selected from the group consisting of affinity separation, gel electrophoresis, 

capillary electrophoresis, liquid chromatography, HPLC, electrospray ionization mass 

spectrometry, MALDI mass spectrometry and combinations thereof. 

(Currently amended) A method according to claim [121HJ& wherein prior to 
saM proteolyzing step (c) r said one or more active target proteins bound to said probe are bound 
to a «»tid suppo rt, thereby fac ilitating said r«nnvhie step (b). 
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jfi. (Currently amended) A method according to claim 21, wherein arid method 

fort i sfe« **« n " nf1nr drtgrmjnjflg the presence. amount, or activitv of «w(n^ ^ t J itep 

more active target proteins in a complex protein mi xture, the method consisting o j( 

fal contacting said complex protein mixture with a single activitv based probe that 
specifically hinds predominantly to a single target site on one or more active target 
proteins; 

fl>> optionally adding one or more standard proteins to said complex protein mixture 
prior to ([said]) proteolysis step ([[cU g) , wherein said standard proteinfs) are optionally , 
labeled with an activitv baaed probe prior to addition to said complex protein miTtare: 

f c) optionally removing from said complex protein mixture one or more components 
nf said complex protein mixture n ot bonnd to said probe; 

fdl proteolvring said active target protem(V) to prod uce a product mixture; 

(el optionally binding said pr oteolvzed tartet protein^ to a solid support; 

ffl separating said product m ixture into two or more components, one or more of 
which consist essentially of p eptides bound to said probe; and thereafter 

M generating a signal from said peptides boun d to said probe, wherein said signal 
is correlated to the presence, amount, or activity of said on e or more active target proteins 
in said complex prote in mrrhfrrc. 

^ (Original) A method according to claim«£tiC wherein said standard protdn(s) are 
labeled with an activity based probe prior to addition to said complex protein mixture. 

(Previously presented) A method according to claim 2/X", wherein said standard 
protein(s) are labeled with an activity based probe consisting essentially of a functional group, a 
detectable label, an optional affinity group, and an optional linking group, wherein said 
detectable label is distinguishable from said activity based probe contacted with complex protein 
mixture. 
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33-47. (Cancelled) 

(3 ' 
>8*. (Previously presented) A method according to daim^, wherein said complex 

protein mixture is a proteome. 

(Currently amended) A method for determining the presence, amount, or activity f ; a/ rf*f* 

of one or more active target proteins in a complex protein mixture, the method consisting o f^ 
compri s ing : 

(a) contacting said complex protein mixture with a single activity based probe that 
specifically binds predominantly to a single target site on one or more active target proteins, 
wherein said probe comprises a fluorescent moiety: 

{W> QptfonaPY. removing from «*ld complex p™+-<» m^*..™ or more components 
0 f grid complex protein mixture not bound to said probe; 

proteolyzing said active target protein(s) to produce a product mixture; 

f j ) ontlonallv Mhdlng said proteaWrai target p rotein^ to a solid support consisting 
Essentially of an antibody or fragment ther eof that binds to said fluorescent moiety; 

(Ifcll £) separating said product mixture into two or more components, one or more of 
which comprise congM «»«*«allv of peptides bound to said probo, said probe using* 
w e cptor that s pecifically binds to sold probe, whereto sold receptor is on antibody or 
frggmentthcrcof that binds to said fluorescent moiety ; and thereafter 

([[d]l fj generating a signal from said peptides bound to said probe, wherein said signal is 
correlated to the presence, amount, or activity of said one or more active target proteins in said 
complex protein mixture. 

If ^ 

(Previously presented) A method according to claim wherein said signal is a 

fluorescent signal generated from said probe. 

lb 'I 

y(. (Previously presented) A method according to claim^ wherein said signal is a 

mass spectrum. 
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n ^ 

(Cwrently amended) A method according to claim 49", wherein, prior to said 
proteolyzing step ([[b]l c), one or more components of said complex protein mixture not bound 
to said probe are removed from said complex protein mixture. 

I* »1 

^Sf. (Currently amended) A method according to claim ^ wherein said probe 

oniwprincB n consists essentially of a functional group, a detectable labeL an optional 

A ffinity group, and an optional linJdnp group, and aajd detectable label selected from the 

group consisting of4be a. fluorescent moiety and on - l s otoplc label biotin. 

(Currently amended) A method according to claim^9, wherein said separating 
step ([{ell e) comprises one or more separation methods selected from the group consisting of 
affinity separation, gel electrophoresis, capillary electrophoresis, liquid chromatography, HPLC, 
electrospray ionization mass spectrometry and MALDI mass spectrometry. 

p6. (Currently amended) A method according to clahn^, wherein prior to said 
proteolyzing step (l|b]] c), said one or more active target proteins bound to said probe ace bound 
to a solid support. 

fk. (Currently amended) A method According to claim 19 t wheroin s aid method 

' »' ^ r *{«»n t n determmmg iht> presence, amount, or activity, of one or m^ire active^ 

target protein* in a comple* protein nurture, the method consisting ojj^ 1 

f a^ contacting said complex protein mixture with a single activity based probe that 
specifically binds predominantly tn a single tar get site on on? or more active target 
proteins, wherein said probe com prises a fluorescent moiety; 

{b} adding one or more standard proteins to said complex protein mixture prioi to tfsahfl] 
p t ote , . 1 v c i c step ffrhl) d l wherein said standard prot e tafsi are ontionaUv labeled with an 
activity based probe prior to ad dition to said complex protein mixture; 

f c ) optionally removing from said complex protein mfcrtnre one or more components 
ofgajd complex p rotein ma ture not boo nd to said probe: 



DIMR284369.4 



PAGE 11/30 « RCVDAT 7114/2006 8:08:57 PM [Eastern Daylight Time] 1 SVMSPTOffXRMKO ■ DNIS:2738300 1 CSID: 1 DURATION (mm-ss):11-36 



JUL M. 2006' 5:08PM FOLEY 8587926773 



NO. 51 10 P. 12 



In re Application of Patricelli n *J!£7^Z 
AppncationNo. : 10/087,602 Atty. Dkt No. 063391-0302 

Page 7 of 24 

nrnteolvzlng said active target nroteinftl to prodnce a product mixture;, 
fr ) optionally binding said proteolvzed target pr ntetn^ to a solid support consisting 

essentially of an antibody or fragment thereof that binds to said fluorescent moiety: 

(ft separating said product mfartnre into t wo or more components, one or more of 

which consist essentially of peptides bound to said probe: and thereafter 

( A) flenerating a signal from said peptides boun d to said nrohe. wherein said signal 

i* correlated to the presence, amount, or activity of said one or more active target proteins 

hi said complex protein mixture . 

yf_ (Previously presented) A method according to claim wherein said standard 
protein(s) are labeled with an activity based probe prior to addition to said complex protein 
mixture. 

ft. (Previously presented) A method according to daim^ wherein said standard 
protein(s) are labeled with an activity based probe comprising the fluorescent moiety that is 
distinguishable fiom said activity based probe contacted with complex protein mixture. 

y?, (Previously presented) A memod according to daim 40, wherein said complex 
protein mixture is a proteome. 

Jtf (Withdrawn; currently amended) A method for comparing the presence, amount 
or activity of one or more active target protein? in each of two or more discrete proteomes, the 
method consisting of / comprisin g: 

(a) contacting each of said discrete proteomes with a single activity based probe that 
binds predtnninamly to a single target site on one or more active target proteins, wherein the 
same activity based probe is used for each discrete proteome; 

lh\ optionally removing from each of said discrete proteomes one or more 
component of said discrete proteom e not bonnd to said probe; 

fcl proteolyzing said discrete proteomes to produce a product mixture; 
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ftfl optionally binding said protenlvzed targ et mroteinfe) to a solid support; 

$) separating each of said product mixtures into two or more components, one or 
more of which comprise peptides bound to said probe; and thereafter 
([(dJl D comparing the presence, amount or activity of the active target proteins in each of 

me discrete proteomes by generating a signal from said on© or more components comprising 

peptides bound to said probe. 

2u 25" 

(Withdrawn) The method according to claim ^wherein said activity based probe 

binds specifically to a single target site on one or more active target proteins. 

21 2-C 

J& (Withdrawn) The method according to claim^Owherein said activity based probe 
covalently binds to a single target site on one or more active target proteins. 

2* 5 

^ (Withdrawn; currently amended) A method according to claim 60, wherein said 

-cpiirn r mc ttrp ( ? ) comprises ™gii™tnrhn» nnc or more ncntidco bound to said probe using 

solid support consjgfa essentially of a receptor that specifically binds to said probe. 

a . . 

(Withdrawn; currently amended) A method according to claim^wherdn said 
probe «OMprise9 consists of a fluorescent moiety, and said receptor is an antibody or fragment 
thereof that binds to said fluorescent moiety. 

^ (Withdrawn; currently amended) A method according to claim ,60, wherein said 
probe eempnstt consists of a fluorescent moiety, and said signal is a fluorescent signal 
generated from said probe. 

31 2J ~ 

,66. (Withdrawn) A method according to claimj6ef wherein said signal is a mass 
spectrum, 
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Jiff. (Withdrawn; currently amended) A method according to claim #f, wherein, prior 
to said pioteolyzing step Q[b]J c), one or more components of said complex protein mixture not 
bound to said probe are removed from said complex protein mixture. 

33 « 

fig. (Withdrawn; currently amended) A method according to claim pff, wherein said 

probe comprise s consists essentially of a label selected from the group consisting of a 

fluorescent moiety and a biotin moiety. 

j& (Withdrawn; currently amended) A method according to claim GO, wherein said 

separating step (([cj] e) comprises one or more separation methods selected from the group 

consisting of affinity separation, gel electrophoresis, capillary electrophoresis, liquid 

chromatography, HFLC, electrospray ionization mass spectrometry, MALDI mass spectrometry 

and combinations thereof 

3f ^ 

JTdl (Withdrawn; currently amended) A method according to claim 6& 9 wherein prior 

to said proteolyzing step ([[b]J c), said one or more active target proteins bound to said probe are 
bound to a solid support. 

JJtf (Withdrawn; currently amended) A method *eeo*fl teg to claim 60j wherein said 
mnrhnft further comprise s for comparing the prese n ce, amount or activity of one or more ^ 
active target proteins In each of two or more discrete proteomes. the method consisting 

fafr contacting each of said discrete proteomes with a s ingle activity based probe that 
binds predominantly to a single target s ite on one or more active target protein*, wherein 
the same activity based probe is used for each discrete proteomgi 

(b) adding one or more standard proteins to said complex proteome mixture priorto 

[( ^ ■i ]] i te ofr a i j» (ffhT l ift, wherein said stand a rd nrotein(s> are optionally labeled 

with an activity based probe prior to a ddition to said complex protein mixture; 

to optionally removing from said complex protein mixture one or more components 
of said complex protein mi xture not bound to said probe; 
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fifi proteolvring said discrete proteomes to produce a product mixture; 

(e) optionally bindin g said target proteinfsl to a solid support; 

(f) separating each of said product mixtures into two or more components , one or 
more of which comprise peptides bound to said probes and thereafter 

ff ft comparing the presence, amount or activity of the active target proteins In each 
of the discrete proteomes bv generating a signal from sa id one or more components 
comprising peptides bou nd to said probe. 

31 & 

j£ (Withdrawn) A method according to claim^ wherein said standard protein(s) 

are labeled with an activity based probe prior to addition to said complex protein mixture. 

& J7 t 

jtf (Withdrawn; currently amended) A method according to claim ,72, wherein said 

activity based probe labeling said standard proteins comprise s consists of a fluorescent moiety 

. that is distinguishable fiom said activity based.probe contacted with complex protein mixture. 

;W. (Currently amended) A method for detecting the presence, amount or activity of v| sHf* 

one or more active target proteins in a single complex protein mixture, the method consisting 
comprising : 

(a) contacting said complex protein mixture with an activity based probe that specifically 
binds predominantly to a single target site on one or more active target protein; 

flri optionally removing from said complex pro ^iif miYtiirs one or more components 
of said complex protein mixture not bound t o said probe; 

( c ) proteolyzing said active target proteins to produce a product mixture; 

fd) optionallv binding said target proteinftrt to a s olid support; 

([[c]] e) separating said product mixture into two or more components, one or more of 
which comprise peptides bound to said probe; and thereafter 
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(tfd)l 0 generating a signal from said peptides bound to said probe, wherein the signal is 
correlated to the presence, amount, or activity of said one or more active target proteins in said 
complex protein mixture. 
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